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Status 

1 )S Responsive to communication(s) filed on 02 June 2006 . 
2b)M This action is FINAL. 2b)n This action is non-final. 
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Priority under 35 U.S.C. § 119 
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FINAL ACTION 

Stcttxis of the Claims 

1. This action is in response to papers filed 2 June 2006 in A?rfiich claim 29 was amended. 
The amendments have been thoroughly reviewed and entered. 

The previous rejections in the Office Action dated 2 March 2006 are maintained based 
on the new matter rejection and further review of the cited art. Applicant's arguments have 
been thoroughly reviewed and are discussed below as they apply to the instant rejections. New 
grounds for rejection, necessitated by the amendments, are discussed. 

Claims 29-43 are imder prosecution. 

Claim Rejections - 35 USC §112 
New Matter 

2. The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner eind 
process of making and using it, in such full, clear, concise, and exact terms as to enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to 
make and use the same and shedl set forth the best mode contemplated by the inventor of 
carrying out his invention. 

3. Claims 29-43 are rejected xmder 35 U.S.C. 112, first paragraph, as failing to comply 
with the written description requirement. The claim(s) contains subject matter vdiich was not 
described in the specification in such a way as to reasonably convey to one skilled in the 
relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. 

Claim 29 (firom vsiiich all other claims depend) has been amended to recite "not by 
means of a separate quenching molecule". Applicant points to nvunerous passages in the 
specification that teach two aptamers having fluorescing moieties incorporated e.g. ATP-R-Acl3 
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has an acridine moiety replacing an adenosine at position 13 and DFL708 has a fluorescein 
molecide inserted between residues 7 and 8. While the two aptamers provided in the 
specification are not described as having a quenching molecule, the aptamers function as 
quenchers. Furthermore, neither the cited passages nor the remaining text of the specification 
teaches viiat is encompassed by the negative limitation i.e. not by means of a separate 
quenching molecide. For these reasons, the amendment is deemed new matter. 



Claim Rejections - 35 USC §102 

4. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form 
the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or 
in public use or on sale in this country, more than one yesir prior to the date of application for 
patent in the United States. 

(e) the invention was described in (1) an application for patent, published under section 
122(b), by another filed in the United States before the invention by the applicant for patent 
or (2) a patent grsmted on an application for patent by another filed in the United States 
before the invention by the applicauit for patent, except that an international application 
filed under the treaty defined in section 351(a) shall have the eff"ects for purposes of this 
subsection of an application filed in the United States only if the international application 
designated the United States and was published under Article 21(2) of such treaty in the 
English language. 

5. Claims 29-37 and 40-43 are rejected imder 35 U.S.C. 102(e) as being anticipated by 
Gold et al (U.S. Patent No. 6,242,246, filed 15 December 1997) as defined by Pitner et al (U.S. 
Patent No. 5,650,275, issued 22 July 1997). 

Regarding Claim 29, Gold et al disclose a method of transducing a conformational 
change in a signaling aptamer, the method comprising the steps of providing a signaling 
aptamer and by means other than a quenching molecule (reporter molecule e.g. fluorescene 



label, luminescent label and near IR label, Colximn 15, lines 49-56) covalently coupled to an 
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aptamer, i.e. the labeled aptamer is prepared by methods taiight by Pitner, U.S. Patent No. 
5650275, Colimm 15, lines 44-59) wherein unbound signaling aptamer is quenched relative to 
the signal when aptamer undergoes a conformational change upon binding its ligand (Column 
13, lines 37-59 and Fig. 5). The method further comprises, containing the signaling aptamer 
with the ligand for binding and detecting signal produced by the reporter (Colxmm 13, lines 37- 
59 and Fig. 5). Gold et al teach the labeled signaling aptamer is prepared by methods taught 
by Pitner, U.S. Patent No. 5,650,275 (Colimm 15, lines 44-59). Pitner defines the ligand 
labeling as covalent (Colimm 5, lines 7-9). Because Gold et al teaches the signaling aptamers 
are labeled using the method of Pitner and because Pitner teaches the aptamer is covalently 
coupled to the aptamer. Gold et al anticipates the covalently coupled aptamer-reporter as 
claimed. 

Regarding Claim 30, Gold et al disclose the method further comprising quantifying the 
amount of label bound to the aptamer (Column 15, lines 57-65). 

Regarding Claim 31, Gold et al disclose the method wherein the optical signal is 
fluorescence, anisotropy, polarization, lifetime or intensity (Column 15, lines 57-65). 

Regarding Claim 32, Gold et al disclose the method wherein the covalent coupling 
occurs during synthesis (Column 15, lines 44-47)as defined by Pitner (Column 7, lines 1 1-19). 

Regarding Claim 33, Gold et al disclose the method vdierein the reporter is a dye (e.g. 
Colunm 15, lines 52-57). 

Regarding Claim 34, Gold et al disclose the method wherein the dye is a fluorescent 
dye (e.g. Column 15, lines 52-57). 

Regarding Claim 35, Gold et al disclose the method wherein the dye is attached 
according to the method of Pitner (Column 15, lines 44-47) and Pitner defines the dye 
attachment as insertion of a fluorescein at an intemal position (Column 4, lines 32-43). 

Regarding Claim 36, Gold et al disclose the method wherein the dye is acridine or 
fluorescein (e.g. Column 15, lines 52-57). 
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Regarding Claim 37, Gold et al disclose the method ^^erein the aptamer comprises 
modified or unmodified RNA or DNA (nucleic acid Ugands, Coluron 5, lines 56-58) wherein 
nucUde acids are modified or unmodified RNA or DNA (Column 5, lines 23-43). 

Regarding Claim 40, Gold et al disclose the method wherein the label is adjacent to a 
functional residue (i.e. **within the binding site of the target molecule, Colimm 16, lines 1-3) 
wherein the label is attached according to the method of Pitner (Column 15, lines 44-47) and 
Pitner defines the dye attachment as insertion of a fluorescein at an internal position (Coluimi 
4, lines 32-43). 

Regarding Claim 42, Gold et al disclose the method \s4ierein the aptamer is in solution 
i.e. the aptamer is crossliiiked so that "interaction with target molecules will occur in solution" 
(Colimm 9, lines 8-12). 

Regarding Claims 42-43, Gold et al disclose the method wherein the aptamer is 
immobilized on a chip (Column 13, lines 37-59 and Fig. 5). 

Response to Ai^uments 
6. Applicant asserts that Gold et al only teaches quenching molecvdes and therefore does 
not anticipate the instantly claimed method. The arguments has been considered but is not 
foimd persuasive because as stated above. Gold et al specifically teaches the labels include 
fluorescent label, limiinescent label and near IR label (Colximn 15, lines 49-56). Furthermore, 
Gold et al teaches the aptamers are produced using the method of Pitner et al (Colimm 15, 
lines 46-47) who also teaches labels include fluorescent label, luminescent label and near IR 
label (Column 4, line 32-43). 



7. Claims 29-34, 36-37 and 41 are rejected imder 35 U.S.C. 102(b) as being anticipated by 
Royer (U.S. Patent No. 5,445,935, issued 29 August 1995). 
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It is noted that the Royer reference was used to reject the claims in the First OflSce 
Action on the Merits dated 29 March 2002. In the subsequent office action dated 26 
November 2002, the rejection was **withdrawn as superfluous in view of the other two 102 
rejections." Hence, the record does not show that the reference is not deemed prior art 
against the claims. 

Regarding Claim 29, Royer discloses a method of transducing a conformational change 
in a signaling aptamer, the method comprising the steps of providing a signaling aptamer 
comprising a covalently boimd reporter molecule that is not a quenching molecule (fluorescent 
label, Coliunn 6, lines 34-47) wherein signal from the unbound aptamer is quenched relative to 
the aptamer bound to the target (Colvunn 4, line 10-47), the method comprising the steps of 
contacting the aptamer with the ligand and detecting the optical signal produced by the 
aptamer upon ligand binding (Fig. 1). 

Regarding Claim 30, Royer discloses the method further comprising quantifying the 
amoimt of label bo\md to the aptamer (Column 4, lines 45-48). 

Regarding Claim 31, Royer discloses the method wherein the optical signal is 
fluorescence, anisotropy, polarization (Column 7, lines 40-51). 

Regarding Claim 32, Royer discloses the method wherein the covalent coupling of the 
reporter occurs during synthesis (Colimm 6, lines 34-47). 

Regarding Claim 33, Royer discloses the method wherein the reporter is a dye (e.g. 
fluorescein Column 6, Unes 63-65). 

Regarding Claim 34, Royer discloses the method wherein the dye is a fluorescent dye 
(e.g. fluorescein Colimm 6, lines 63-65). 

Regarding Claim 36, Royer discloses the method wherein the dye is fluorescein (e.g. 
Colimm 6, lines 63-65). 
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Regarding Claim 37, Royer discloses the method wherein the aptamer comprises 
modified or vinmodified RNA or DNA (Column 6, lines 48-50). 

Regarding Claim 41, Royer discloses the method wherein the signaling aptamer is in 
solution (Column 9, lines 1 1-32). 



Claim Rejections - 35 USC §103 

8. The following is a quotation of 35 U.S.C. 103(a) ^^ch forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or 
described as set forth in section 102 of this title, if the differences between the subject 
matter sought to be patented and the prior art are such that the subject matter as a 
whole would have been obvious at the time the invention was made to a person having 
ordinary skill in the art to which said subject matter pertains. Patentability shall not be 
negatived by the manner in which the invention was made. 

9. Claims 38-39 are rejected under 35 U.S.C. 103(a) as being impatentable over Gold et al 
(U.S. Patent No. 6,242,246, ffled 15 December 1997) as defined by Pitner et al (U.S. Patent No. 
5,650,275, issued 22 July 1997) in view of Szostak et al. (U.S. Patent No. 5,631,146, issued 20 
May 1997). 

Regarding Claim 38-39, Gold et al disclose a method of transducing a conformational 
change in a signaling aptamer, the method comprising the steps of providing a signaling 
aptamer (reporter molecule covalently coupled to an aptamer, i.e. the labeled aptamer is 
prepared by methods taught by Pitner, U.S. Patent No. 5650275, Column 15, lines 44-59) 
wherein imbound signaling aptamer is quenched relative to the signal when aptamer 
undergoes a conformational change upon binding its ligand (Column 13, lines 37-59 and Fig. 
5). The method fiirther comprises, containing the signaling aptamer with the ligand for 
binding and detecting signal produced by the reporter (Column 13, lines 37-59 and Fig. 5). 
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Gold et al teach their method is useful for detecting a variety of ligands for diagnosis of 
numerous important ligand- specific diseases (Column 7, line 48-Column 8, line 13) but they do 
not teach the aptamers are anti- adenosine RNA or DNA aptamer wherein the former is ATP-R- 
ACI3 and the latter is DFL7-8 and the ligand {target molecule) is adenosine. 

However, Szostak et al teach anti-adenosine triphosphate and anti-adenosine DNA 
aptamers prepared by the same process (Colunm 4, line 56- column 6, line 9) and they further 
teach anti-adenosine aptamers are especially useful for ATP purification and in vivo 
quantification (Colimm 18, lines 31-42). It would have been obvious to one of ordinary skill in 
the art at the time the claimed invention was made to apply anti-adenosine aptamers of 
Szostak et al to the target detection of Gold et al for the expected benefits of purification and in 
vivo quantification of an important target molecxile as taught by Szostak et al (Column 18, lines 
31-42). 

Response to Arguments 

10. Applicant asserts that Gold et al does not teach all the elements of Claim 29 and 
Szostak et al does not cure the deficiencies of Gold. The argument has been considered but 
is not foimd persuasive for the reasons stated above regarding Gold. 

1 1 . Applicant's amendment necessitated the new groimd(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). Applicant 
is reminded of the extension of time policy as set forth in 37 CFR 1. 136(a), 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS firom the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1. 136(a) will be calcxilated firom the mailing date of the advisory action. In no event, 
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however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 



Conclusion 

12. No claim is allowed. 

13. Any inquiry concerning this coromimication or earlier communications from the 
examiner shoixld be directed to BJ Forman whose telephone number is (571) 272-0741. The 
examiner can normally be reached on 6:00 TO 3:30. 

If attempts to reach the examiner by telephone are imsuccessftd, the examiner's 
supervisor, Ram Shxilda can be reached on (571) 272-0735. The fax phone number for the 
organization where this application or proceeding is assigned is (571) 273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for impublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Shoiddyou have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

Any inquiry of a general nature or relating to the status of this application or proceeding 
shoxild be dfrected to (571) 272-0547. 

Patent applicants with problems or questions r^arding electronic images that can be viewed in 
the Patent Application Information Retrieval system (PAIR) can now contact the USPTO's Patent Electronic 
Business Center (Patent EBC) for assistance. Representatives are avsiilable to answer your questions 
daily from 6 am to midnight (EST). The toll free number is (866) 217-9197. When calling please have your 
application serial or patent number, the type of document you are having an image problem with, the 
number of pages and the specific nature of the problem. The Patent Electronic Business Center will 
notify applicants of the resolution of the problem within 5-7 business days. Applicants can also check 
PAIR to confirm that the problem has been corrected. The USPTO's Patent Electronic Business Center is 
a complete service center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It sdso enables 
applicants to view the scanned images of their own application file folder(s) as well as general patent 
information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786-9199. 




Primaiy Examiner 

Art Unit: 1634 
August 11, 2006 



